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invention relates to a 
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4-azaandrost-l-en-3-one compds . I [R = OH {if necessary, substituted 
(un) branched CI- 12 -alkyl, ( C2 - 12 -alkenyl ) , Ph, CH2Ph} , OR1 , NHR1, NR1R2; 
Rl = H, (un)branched Cl-12-alkyl, (C2 -12 -alkenyl ) , (un) substituted i 
phenyl; R2 = H, Me, Et , Pr ; NR1R2 - 5- or 6-membered ring; ] , or a j 
pharmaceutical ly approved salt thereof by (A) introducing protective 
groups into the 3-keto-4-aza group of the corresponding 1,2-dihydro compound 
II, thereby producing III [R3 = Si (alkyl) 3; R3R4 = C(:0)C(:0), 
C(:0)YC(:0); R4 = alkoxycarbonyl , phenoxycarbonyl , Si (alkyl) 3; Y= 
(CR5R6)n, CR5:CR6, o-phenylene; R5, R6 - H, (un)branched Cl-8-alkyl, 
alkenyl, (if necessary, substituted Ph, CH2Ph) ; n = 1 - 4] , (B) reacting 
the compound so obtained in the presence (i) of a dehydrogenat ion catalyst, 
and in the presence of (ii) optionally substituted benzoquinone , allyl Me 
carbonate, allyl Et carbonate and/or allyl Pr carbonate, and, (C) removing 
the protective groups R3 and R4 and optionally converting the compound so 
obtained to a salt. Thus, 4 -azaandrost - 1 -en-3 -one I [R = NHCMe3] was 
prepared from 4 -azaandrostan-3 -one II. via N-protection with Boc anhydride in 
THF containing LDA, enolization with LDA and silylation with Me3SiCl, 
dehydrogenat ion with benzoquinone in PhH containing catalytic Pd(OAc)2, and 
deprotection with CF3C02H. 
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AB The invention relates to a pharmaceutical composition based on at least one 
5a-reductase inhibitor as an active substance, which is intended to 
be administered s.c. The composition is in the form of a non-biodegradable 
implant enables the prolonged release of active substances. Finasteride 
15 and Evatane 15 mg are mixed and extruded at 100°. The extrudate 
was granulated and the granules were heated to 135° for 1 h. The 
granules were extruded into a filament. The filament was encapsulated in 
a polysiloxane tube to give an implant. 
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English 

A review. In Phase III clin. studies, dutasteride has been shown to 
reduce the risk of acute urinary retention (AUR) by 57% and benign 
prostatic hyperplasia (BPH) -related surgery by 48%. The Medical Therapy 
of Prostatic Symptoms (MTOPS) study examined the role of adding an 
al-blocker to an older 5a-reductase inhibitor and comparing 
the combination therapy to the two monotherapies in a long-term (4-yr) 
trial. Only treatment arms containing a 5a-reductase inhibitor were 
associated with longer-term significant redns . in the risk of AUR and 
BPH-related surgery. The Symptom Management After Reducing Therapy 
( SMART- 1) study examined in 327 patients with BPH whether short-term 
combination therapy with a new dual blockade 5a-reductase inhibitor 
and an al-blocker could provide rapid -symptom relief that is 
maintained when the al-blocker was removed at 24 wk . Patients were 
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DOCUMENT TYPE: 
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randomized to either 0.5 mg dutasteride plus 0.4 mg tamsulosin for 36 wk 
or 0.5 mg dutasteride plus 0.4 mg tamsulosin for 24 wk followed by 
dutasteride alone for the remaining 12 wk . At week 30, 91% of those who 
continued combination therapy and 77% of patients who had tamsulosin 
withdrawn at 24 wk felt the "same or better" with respect to their urinary 
symptoms. The percentages of patients with improved or identical 
International Prostate Symptom Scores between weeks 24 and 30 were similar 
in the two groups. Fewer patients with more severe symptoms at baseline 
reported feeling the same or better at 3 0 wk compared with patients with 
moderate symptoms. Therefore dutasteride can be used in short-term 
combination therapy with tamsulosin in patients with moderate symptoms to 
achieve fast symptom relief that is maintained when tamsulosin is 
withdrawn . 
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• CORPORATE SOURCE: Department of Urology, The University of Texas 

Southwestern Medical Center at Dallas, Dallas, TX, 

75390-9110, USA 

SOURCE:. European Urology, Supplements (2003), 2(8), 13-19 

CODEN: EUSUAU; ISSN: 1569-9056 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: ■ Journal; General Review 

LANGUAGE: English 

AB A review. The two drug types commonly used to treat symptoms of benign 
prostatic hyperplasia (BPH) , 5a-reductase inhibitors and 
al-blockers, have been shown to have different long-term effects on 
outcomes such as incidence of acute urinary retention (AUR) and 
BPH-related surgery. In addition, a comparative study of al-blockers 
and 5a-reductase inhibitors in men with lower urinary tract symptoms 
showed that the treatment discontinuation rate is higher with 
al-blockers. The risk of treatment failure with al-blocker 
therapy has been shown to be related to baseline prostate volume, with 
greater failure rates with larger prostate sizes. Clin, data are now 
available on the dual 5a-reductase inhibitor, dutasteride. Three 
2-yr phase III randomized, double-blind, placebo-controlled studies have 
been performed in 4325 men with lower urinary tract symptoms, prostatic 
enlargement and likely bladder outlet obstruction due to BPH. Compared 
with placebo, dutasteride significantly improved symptoms from 6 mo 
onwards (p < 0.001). Qmax improved significantly in dutasteride-treated 
patients from 1 mo, and dutasteride treatment reduced the risk of AUR by 
57% and the risk of BPH-related surgical intervention by 48% compared with 
placebo. Prostate volume was reduced by a mean of 25.9% .and 28.5% at 1 and 
2 yr, resp., in dutasteride-treated patients. The most common 
drug-related adverse events for dutasteride vs. placebo were erectile 
dysfunction (7% vs. 4%), decreased libido (4% vs. 2%), ejaculation 
disorders (2% vs. < 1%) and gynecomastia (2% vs. < 1 %) . Adverse events 
occurred mostly in the first 6 mo and their occurrence diminished with" 
time. 
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with lower urinary tract symptoms secondary to benign 
prostatic hyperplasia 
AUTHOR(S): Brown, C. T. ; Nuttall, M . C. 

CORPORATE SOURCE: Clinical Effectiveness Unit, Royal College of Surgeons 

of England, London, UK 
SOURCE: International Journal of Clinical Practice (2003) , 

57(8), 705-709 

CODEN: IJCPF9; ISSN: 1368-5031 
PUBLISHER: Blackwell Publishing Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE : Engl i sh 

AB A review. Dutasteride is a new 5-alpha reductase inhibitor for the 

treatment of men with moderate to severe lower urinary tract symptoms 
secondary to benign prostatic hyperplasia. It has been available in the 
UK since Mar. 2003. It is a competitive inhibitor of both type I and type 
II isoforms of the 5-alpha reductase enzyme that converts testosterone to 
the more potent androgen, dihydrotestosterone . Randomised controlled 
studies have shown dutasteride to be statistically more effective than 
placebo in reducing lower urinary tract symptoms and increasing maximum 
urinary flow rates. This is a consequence of a reduction in serum 
dihydrotestosterone and hormone dependent prostate volume Dutasteride has 
also been shown to decrease the absolute risk of urinary retention and the 
need for prostate-related surgery when compared to placebo taken over a 
24-mo period. In this review article authors discuss the Pharmacol, and 
clin. effects of dutasteride, a new dual-acting 5-alpha reductase 
inhibitor . 
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Pharmaceutical compositions and dosage forms for 
administration of hydrophobic drugs 

Chen, Feng-Jing; Patel, Mahesh V.; Fikstad, David T. ; 
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USA 

U.S. Pat. Appl . Publ . , 18 pp., Cont . -in-part of U.S. 
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CODEN: USXXCO 

Patent 

English 

12 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


US 2003236236 


Al 


20031225 


US 2003-444935 


20030522 


US 6267985 


Bl 


20010731 


US 1999-345615 


19990630 


US 6309663 


Bl 


20011030 


US 1999-375636 


19990817 


US 2001024658 


Al 


20010927 


US 2000-751968 


20001229 


US 6458383 


B2 


20021001 






US 2002032171 


Al 


20020314 


US 2001-877541 


20010608 


PRIORITY APPLN. INFO. 






US 1999-345615 A2 


19990630 



US 1999-375636 A2 19990817 
US 2000-716029 A2 20001117 i 
US 2000-751968 A2 20001229 
US 2001-877541 A2 20010608 
• WO 2000-US18807 A 20000710 
AB Pharmaceutical compns . and dosage forms for administration of hydrophobic 
drugs, particularly steroids, are provided. The pharmaceutical compns. 
include a therapeutically effective amount of a hydrophobic drug, preferably 
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a steroid; a solubilizer, preferably a vitamin E substance; and a 
surfactant. The synergistic effect between the hydrophobic drug and the 
vitamin E substance results in a pharmaceutical formulation with improved 
dispersion of both the active agent and the solubilizer. As a result of 
the improved dispersion, the pharmaceutical composition has improved 
bioavailability upon administration. Methods of improving the 
bioavailability of hydrophobic drugs are also provided. For example, a 
dispersion was formulated containing dl -a-tocopherol 313, Cremophor EL 
256, dehydrated ale. 70, and progesterone 60 mg . 
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Modulation of glucocorticoid receptor activity by 
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The present invention relates to the modulation of glucocorticoid metabolism 
In particular the invention relates to the modulation of the functional 
activity of the glucocorticoid receptor by 5a-reduced metabolic 
breakdown products of glucocorticoids. A method is claimed for inhibiting 
one or more glucocorticoid mediated effects or conditions [obesity, 
insulin resistance, polycystic ovary syndrome, diabetes mellitus, skin 
disorders (hirsutism, acne) cognitive impairment, and glucocort icoid- 
associated mood disturbance] by inhibiting the activity of 5a-reduced 
metabolites. A method is claimed for the treatment of one or more 
inflammatory conditions in a patient comprising the step of increasing the 
functional activity of one or more 5a-reduced metabolites in the one 
or more sites of inflammation of a patient. Addnl . claimed is a composition 
comprising one or more 5a-reduced metabolites and a physiol. 
acceptable carrier diluent or excipient. Also claimed is a method for 
modulating angiogenesis within a population of cells comprising the step 
of modulating the functional activity of one or more" 5a-reduced 
metabol ites . 
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PUBLISHER: Adis International Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE : Engl l sh 

AB A review. Dutasteride, a potent inhibitor of type 1 and 2 

5a-reductase, reduced dihydrotestosterone levels by >90% in 85% of 
patients following 1 yr ' administration of oral dutasteride 0.5 mg/day. A 
combined anal, of three placebo-controlled clin. studies conducted in 
patients with benign prostatic hyperplasia (BPH) found sustained 
improvements in American Urol. Association-Symptom Index scores and urinary 
flow rate and a 57% decrease in the risk of acute urinary retention 
throughout the 2-yr treatment period (all p < 0.001 vs. placebo). Total 
prostate and transition zone volume were also reduced (both p < 0.001), as 
was the risk of BPH-related surgery (by 4 8%) . A nonblind extension study 
found that dutasteride maintains efficacy for up to 4 yr . Dutasteride 
monotherapy maintained symptom rel ief • following combination treatment with 
dutasteride and tamsulosin in all patients but those with severe symptoms. 
Dutasteride was generally well tolerated. Impotence, reduced libido, 
gynaecomast ia and ejaculation disorder occurred significantly more often 
in dutasteride than placebo recipients, but incidence was generally low. 
With the exception of gynaecomast ia , incidence consistently decreased over 
time. 
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TITLE : Alpha-blocker therapy can be withdrawn in the majority 

of men following initial combination therapy with the. 

dual 5a-reductase inhibitor dutasteride 
AUTHOR(S): ' Barkm, J. ; Guimaraes, M . ; Jacobi, G.; Pushkar, D. ; 

Taylor, S.; van Vierssen Trip, 0. B. 
CORPORATE SOURCE: SMART- 1 Investigator Group, Humber River Regional 

Hospital/The Male Health Centres - CMX, Toronto, ON, 

M6A 3B5, Can. 

SOURCE: European Urology (2003), 44(4), 461-466 

CODEN: EUURAV; ISSN: 0302-2838 
PUBLISHER: Elsevier Science B.V. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The Symptom Management After Reducing Therapy (SMART 1) study examined the 
combination of the dual action 5a-reductase inhibitor (5ARI) 
dutasteride, and al -blocker tamsulosin, followed by withdrawal of 
tamsulosin in men with symptomatic BPH. 327 BPH patients were randomised 
to 0.5 mg dutasteride and 0 . 4 mg tamsulosin for 36 wk (DT36) or 0.5 mg 
dutasteride and 0.4 mg tamsulosin for 24 wk followed by dutasteride and 
tamsulosin matched placebo for the remaining 12 wk (DT24 + D12). 
Patients' assessment of their symptoms, IPSS at weeks 24, 30, and drug 
safety were evaluated. 77% Of DT24 + D12 patients felt the same/better at 
week 30 compared with week 24 (changes in IPSS were consistent with this 
finding) . Of those subjects with an IPSS <20 who changed to dutasteride 
monotherapy at week 24, 84% switched without a noticeable deterioration in 
their symptoms. In the 27% of men with severe baseline symptoms (IPSS 
>20) who had withdrawal of tamsulosin therapy at week 24, 42.5% 
reported a worsening of their symptoms compared with 14% in the DT36 
group. The regimens were well tolerated. Dutasteride can be used in a 
24 -wk combination with tamsulosin, to achieve rapid onset of symptom 
relief in patients at risk of underlying disease progression. This 
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symptom relief is maintained in the majority of patients after the 
al -blocker is removed from the combination. Patients with severe 
symptoms may benefit from longer-term combination therapy . 
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OTHER SOURCE(S): MARPAT 139:391384 

AB The invention discloses the use of EGF-receptor antagonists for the production 
of a medicament to prevent and/or treat benign prostatic hyperplasia 
and/or prostatic hypertrophy, as well as a method for the treatment or 
prevention of benign prostatic hyperplasia/prostatic hypertrophy involving 
the administration of an EGF-receptor antagonist, optionally in 
combination with known compds . for the treatment of benign prostatic \ 
hyperplasia/prostatic hypertrophy, and the corresponding pharmaceutical 
compns . Compds. of the invention include e.g. quinazoline derivs . and 
monoclonal antibodies. Preparation of 

4 - [ ( 3 -chloro-4 - f luorophenyl ) amino] -6- [ (4 - ; 
(N- (2-methoxyethyl ) -N-methylamino) - 1 -oxo-2 -buten- 1 -yl ) amino] -7- | 
cyclopropylmethoxyquinazol ine is described. 
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AB The present invention relates to a new pharmaceutical combination for 

treating benign prostatic hyperplasia or for the long-term prevention of 
acute urinary retention. The pharmaceutical combinations include 
tamsulosin or an acid addition salt thereof, with a 5a-reductase 
inhibitors, such as finasteride and dutasteride. 
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Since the limited knowledge of cutaneous drug metabolism can impair the 
development of specifically acting topical dermatics and transdermal 
application systems, the eel 1 -type- specif ic androgen metabolism in human skin 
and its inhibition by drugs were investigated. Cultured human foreskin 
and scalp skin kerat inocytes and fibroblasts as well as occipital scalp 
dermal papilla cells (DPC) were incubated with testosterone 10-6 and 10-8M 
alone and in the presence of 17a-estradiol , 17P-estradiol or 
dutasteride for 24 h. Androgens extracted from culture supernatants were 
subjected to thin-layer chromatog. and quantified by P-counting. In 
keratinocytes and DPC, dihydrotestosterone (DHT) was only formed to a low 
extent while androstenedione was the main metabolite. In fibroblasts, DHT 
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formation was pronounced following 10-8 M testosterone. Dutasteride 10-8 
M completely suppressed the 5a-dihydro metabolite formation. 
17a-Estradiol and 17P-estradiol at nontoxic concns . decreased 
17-keto-metabolites . Human skin regulates testosterone action by 
cell -type-specif ic activation or deactivation. Effects of 
17a-estradiol in androgenetic alopecia are not due to 
5a-reductase inhibition. Dutasteride may be useful in acne and 
androgenetic alopecia. 
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AB The objective of this study was to examine the effect of the dual -action 
5a-reductase inhibitor dutasteride on benign prostatic hyperplasia 
(BPH) -specif ic health status, as measured by the BPH Impact Index (BII), 
and to identify baseline and treatment risk factors for those most 
bothered by their BPH symptoms at the end of the protocol. PATIENTS AND 
METHODS Data were derived from three randomized, double-blind, 
placebo-controlled, 2-yr studies conducted in 4325 men with lower urinary 
tract symptoms caused by benign prostatic enlargement. Each study 
comprised a 1-mo single-blind placebo run-in period, followed by 
randomization to oral dutasteride 0 . 5 mg once daily or placebo for 2 yr . 
Patients eligible for inclusion were consenting men aged > 50 yr 
with moderate to severe symptoms (American Urol. Symptom Index, AUA-SI , 
score > 12) , a prostate volume of > 30 mL, a serum 

prostate-specific antigen (PSA) level of > 1.5 or < 10 ng/mL, and a 
maximum urinary flow rate (Qmax) of < 15 mL/s. BII scores were 
recorded at baseline and each study visit. Clin, and statistically 
significant changes in BII scores from baseline were investigated for each 
study visit. Logistical regression anal, was used to assess the 
significance of baseline prostate volume, symptoms, BII item 3, baseline 
Qmax serum dihydrotes tasterone , testosterone, PSA, age and weight in 
predicting the BII score at 2 yr. RESULTS Dutasteride, but not placebo, 
resulted in clin. and statistically significant improvements in mean BII 
score from 6 mo. Of patients with a baseline BII score of > 5 
(greatest symptomatic burden) treatment with dutasteride improved the 
scores by 2.41, while the scores in placebo- treated patients only improved 
by 1.64. Dutasteride-treated patients with a baseline BII score of 
< 5 (least symptom burden) had a clin. significant improvement in 
health status, while placebo- treated patients deteriorated. Regression 
anal, showed that men with a combination of a baseline BII item-3 score of 
3 (bothered a lot) and a high symptom score (AUA-SI > 20) were more 
likely to be bothered by their symptoms at the end of the study. Men 
receiving placebo were also more likely to be bothered at the end of the 
study than were those receiving dutasteride. CONCLUSIONS Dutasteride 
treatment is associated with clin. significant improvements in BII score, 
reflecting improvements in the quality of life of men with BPH. Taken 
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together with previously reported improvements in prostate volume, lower 
urinary tract symptoms and urinary flow, and diminution of the risk of 
acute urinary retention and the need for BPH-related surgery, dutasteride 
offers demonstrable efficacy in the management of BPH . 
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Journal; General Review 
Engl ish 

A review. The objective of this paper is to examine safety and 
tolerability data from a number of recently completed clin. trials with the ; 
novel, dual 5a-reductase inhibitor, dutasteride. Intent -to- treat 
analyses were conducted on data for dutasteride 0.5 mg/day for 
drug-related adverse events, clin. laboratory test results, and 
prostate-specific antigen (PSA) levels derived from four large, 
randomized, double-blind clin. trials (n = 5655) . Further data were 
derived from a randomized, double-blind combination study of dutasteride 
0.5 mg/day and tamsulosin 0.4 mg/day (n = 327), and several safety studies 
conducted in healthy volunteers. Data from two-year blinded clin. studies 
demonstrate that dutasteride is well tolerated, with a profile comparable j 
with that of placebo. The exception is a modestly elevated incidence of 
impotence, decreased libido, ejaculation disorders, and gynecomastia. 
Clin. laboratory test abnormalities were reported by < 1% of patients treated 
with dutasteride, and abnormal values occurred with similar frequency vs. 
placebo-treated patients. In a healthy volunteer study, when dutasteride 
was administered daily for 1 yr, it did not significantly affect bone 
metabolism markers, bone mineral d. or lipid profiles. Dutasteride reduced \ 
total serum PSA concns . by . apprx . 50% following 6, 12, and 24 mo of 
treatment but had no effect on free- to- total PSA levels. The safety 
profile of dutasteride did not differ from that of finasteride in a large, 
parallel-group, comparator trial. Addnl . , when dutasteride was used in 
combination with an al -blocker, the drug-related adverse event 
profiles were as would be expected for the individual agents. Considered 
together, these data demonstrate dutasteride to be well -tolerated . 
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OTHER SOURCE(S): CAS REACT 139:149414 

AB This invention pertains to a method for producing 2,5- 

bis (trif luoromethyl ) nitrobenzene from an industrially easily available 
material in high yield through a small number of steps under mild reaction 
conditions. 1 , 4 -Bis ( trif luoromethyl ) benzene is nitrated with nitric acid 
in a solvent comprising as an essential ingredient an acid selected 
between sulfuric acid having a sulfuric acid concentration of 91 to 100 

weight% and 

fuming sulfuric acid having a sulfur trioxide concentration higher than 0 
weight% 

and not higher than 2 0 weight % . 
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AB Compns . comprising polypeptides and drugs covalently attached to the 
polypeptide are disclosed. Also provided is a method for delivery of 
these drugs to a patient comprising administering to the patient a composition 
comprising a polypeptide and a drug covalently attached to the i 
polypeptide. Also provided is a method for protecting drugs from degradation 
comprising covalently attaching them to a polypeptide. Also provided is a 
method for controlling release of drugs from a composition comprising i 
covalently attaching them to the polypeptide. \ 
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AB Buccal aerosol sprays or capsules using polar and non-polar solvent have 

now been developed which provide biol . active compds . for rapid absorption 
through the oral mucosa, resulting in fast, onset of effect. The buccal 
polar compns. of the invention comprise formulation A: aqueous polar solvent 
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active compound, and optional flavoring agent; formulation B: aqueous polar 
solvent, active compound, optionally flavoring agent, and propel lant; 
formulation C: non-polar solvent, active compound, and optional flavoring 
agent; and formulation D : non-polar solvent, active compound, optional 
flavoring agent, and propel lant. Thus, a polar lingual spray contained 
albuterol sulfate 0.1-10, water 5-90, ethanol 1-10, sorbitol 0.1-5, 
aspartame 0.01-0.5, and flavors 0.1-5%. 
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AB Buccal aerosol sprays or capsules using polar and non-polar solvent have 

now been developed which provide biol . active compds . for rapid absorption 
through the oral mucosa, resulting in fast onset of effect. The buccal 
polar compns . of the invention comprise formulation A: aqueous polar solvent, 
active compound, and optional flavoring agent; formulation B: aqueous polar ; 
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solvent, active compound, optionally flavoring agent, and propellant; 
formulation C: non-polar solvent, active compound, and optional flavoring 
agent; and formulation D: non-polar solvent, active compound, optional 
flavoring agent, and propellant- Thus, a polar solvent formulation 
contained glyburide 0.6-10, EtOH 70-97, water 0.2-2, flavors 0.1-2.5, and 
propellant 3-4%. 
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Prediction of biological activity spectra for 
substances: evaluation on the diverse sets of 
drug- 1 ike structures 
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The concept of Biol. Activity Spectrum served as a basis for developing 
PASS (Prediction of Activity Spectra for Substances) software product. 
PASS predicts simultaneously more than 780 Pharmacol, effects and biochem. 
mechanisms based on the structural formula of a substance. It may be used 
for finding new targets (mechanisms) for known pharmaceuticals and for 
searching new biol . active substances. PASS prediction ability was 
evaluated by activity spectra prediction for 63 substances that are 
presented in the Mol . of the Month section of Prous Science, belong to 
different chemical classes and reveal various types of biol. activity. Mean 
accuracy of prediction turned out to be about 90%; therefore, it is 
reasonable to use PASS for finding and opt imiz ing ' new lead compds . A 
web-site with a new internet version of PASS is introduced into practice 
in Dec. 2001. On the site, one can find a detailed description of the 
PASS approach as well as some examples of its applications, and estimate the 
quality of prediction by submitting structures of substances with known 
activities. 
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A review. Benign prostatic hyperplasia is a major men's health issue, 
with .apprx.80% of all men developing this condition within their 
lifetime. A variety of oral treatments is available, including 
a-adrenoceptor antagonists (a-blockers) , 5a-reductase 

inhibitors, aromatase inhibitors and phytotherapy. A large number of 
a-blockers can be administered, but no single agent has demonstrated 
a clear superiority over the other drugs. 5aReductase inhibitors 
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have demonstrated similar efficacy in larger volume prostates but most 
evidence suggests that there is no benefit in combining them with 
a-blockers. The use of phytotherapy is not entirely novel but 
requires further long-term evaluation before it can be endorsed for clin. 
use in benign prostatic hyperplasia. 



REFERENCE COUNT: 



109 THERE ARE 109 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



L2 ANSWER 21 OF 6 0 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 
AUTHOR (S) : 
CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



AB 



CAPLUS COPYRIGHT 2 004 ACS on STN 
2002:881786 CAPLUS 
139:46090 

The hair in childhood and old age 
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A review. More than 20 syndromes, most congenital, have hypertrichosis as 
a feature. An excessive growth of non-androgen-dependent hair has been 
reported in association with many acquired diseases and medications, some of; 
which, as cyclosporine , can be administered also in children. Even though 
primary hypertrichosis is benign in most cases, it may result in cosmetic 
disfigurement and psychosocial trauma; a pediatric assessment is necessary 
to rule out associated diseases. Lanugo hair can occur in otherwise healthy 
individuals but can be associated with polymyositis and neoplasms. Hirsutism 
can be idiopathic, but often can be associated with an adrenal or ovarian 
cause. Thus all women with hirsutism require careful evaluation. More, 
growing evidence has linked hyperandrogenism to increased risk of 
cardiovascular disease, genital tract neoplasms, and non- insul in-dependent 
diabetes mellitus. An application from the study of hairs comes from 
ol igoelements . A recent study investigating the zinc status of eighty 
newborn babies with neural tube defects and their mothers compared with 
controls found a pos . association between this defects and decreased hair zinc 
levels . As far it concerns the color of hairs our group has demonstrated 
that heterochromia of the scalp hair can be a sign of pigmentary mosaicism 
even without underlying malformations. The present elucidation of 
pathogenesis of androgenetic alopecia has lead to second generation 
steroidal 5a reductase inhibitors, such as GI- 198745 (a combined 
type 1 and type 2, 5a reductase blocker), W09704002, Turosteride, 
Mk-963, MK-434, Epristeride, and MK-386. A variety of non-steroidal 
inhibitors such as zinc and saw palmetto are also under investigation. 
The possibility of gene therapy for androgenetic alopecia has been 
advanced in animal by the development of a cream capable to deliver DNA to 
hair follicles. Finally, the study of the stem cells of the hair follicle 
will give us new possibilities of treatment. 
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AB A review covering the 24 new drugs approved by the Food and Drug 

Administration in the year 2001. Therapeutics are grouped according to 
the following coded areas: (A) agents affecting neurotransmitters and 
cytokines, (B) antiinflammatory agents, (C) hormone related agents, (D) 
anti-infectious agents, and (E) miscellaneous agents. A synopsis for each 
includes a brief description of its medical utility, a mechanism of action 
if known, a chemical structure, and a pathway for its synthesis. 
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AB Claimed are compns . comprising a polypeptide and an 
covalently attached to the polypeptide and a method 
active agent to a patient by administering the composition to the patient, 
peptide is a homopolymer of a naturally occurring amino acid or a 
heteropolymer of two or more naturally occurring amino acids. In an 
example, (Glu) n-cephalexin was prepared from Glu(OBut)NCA and cephalexin 
hydrochloride . 
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AB An improved process for preparing steroids, such as 3 -oxo-4 -azasteroids of 
formula I [Rl = H, OH, alkyl, aryl , heteroarom. group; R2 = H, alkyl , 
aryl, heteroarom. group; R3 = H, OH, alkyl, alkoxy, aryl, (substituted) 
NH2 , etc.], is described. Compds . of this type are known to be useful in 
the preparation of compds. having 5a-reductase inhibitor activity. The 
process comprises the hydrogenat ion of the corresponding steroid alkene in 
the presence of ammonium acetate, ammonium formate, and/or ammonium 
propionate and an appropriate catalyst. Thus, 3 -oxo-4 -aza -5 -androstene- 
17p-carboxyl ic acid (preparation given) was hydrogenated with ammonium 
acetate and Pt02 to give 3 -oxo-4 -aza-5a-androstane- 1 7 f 3 - 
carboxylic acid with a high a:P ratio. 3 -Oxo-4 -aza - 5a- 
androstane-17P-carboxyl ic acid was reacted with DDQ and 
bis (trimethylsilyl) trif luoroacetamide (BSTFA) , then SOC12 and 
2 , 5-bis ( trif luoromethyl ) aniline to give II. 
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Dihydrotestosterone and the concept of 
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A review. The development of human benign prostatic hyperplasia (BPH) 
clearly requires a combination of testicular androgens and the ageing 
process. Although the role of androgens as the causative factor for human 
benign prostatic hyperplasia is debated, they undoubtedly play, at least, 
a permissive role. The principal prostatic androgen is 
dihydrotestosterone. Although not elevated in human benign prostatic 
hyperplasia, dihydrotestosterone levels in the prostate remain at a normal 
level with ageing, despite a decrease in the plasma testosterone. 
Dihydrotestosterone (DHT) is generated by a reduction in testosterone. Two 
isoenzymes of 5a-reductase have been discovered. Type 1 is present 
in most tissues in the body where 5a-reductase is expressed, and is 
the dominant form in sebaceous glands. Type 2 5a-reductase is the 
dominant isoenzyme in genital tissues, including the prostate. 
Finasteride is a 5a-reductase inhibitor that has been used to treat 
BPH and male-pattern baldness. At doses used clin. , its major effect is 
to suppress type 2 5a-reductase , because it has a much lower 
affinity for the type 1 isoenzyme. Finasteride suppresses DHT by about 
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70% in serum and by as much as 85%-90% in the prostate. The remaining DHT 
in the prostate is likely to be the result of type 1 5a-reductase . 
The suppression of both 5a-reductase isoenzymes with GI 198745 
results in greater and more consistent containment of serum 

dihydrotestosterone than that observed with a selective inhibitor of type 2 
5a-reductase . Physiol, and clin. studies comparing dual 
5a-reductase inhibitors, such as GI 198745, with selective type 2, 
such as finasteride, will be needed to determine the clin. relevance of type 
5a-reductase within the prostate. There have been two large, 
international multicenter, phase III trials published documenting the 
safety and efficacy of finasteride in treating human benign prostatic 
hyperplasia. Combining these two studies, randomized, controlled data are 
available for 12 mo. Non-controlled extension of these data from a subset 
of patients, who elected to continue on the drug for 3, 4 and 5 yr, are 
also available. Long-term medical therapy with finasteride can reduce 
clin. significant endpoints, such as acute urinary retention or surgery. 
According to the meta-anal. of six randomized, clin. trials with 
finasteride, finasteride is most effective in men with large prostates. A 
more effective dual inhibitor of type 1 and 2 human 5«.- reductase may 
lower circulating dihydrotestosterone to a greater extent than finasteride 
and show advantages in treating human benign prostatic hyperplasia and 
other disease states that depend on dihydrotestosterone. A elm. 
evaluation of potent dual 5a-reductase inhibitors may help to define 
the relative roles of human type 1 and 2 5a-reductase in the 
pathophysiol . of benign prostatic hyperplasia and other androgen-dependent 
diseases . 
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Claimed are compns . comprising a polypeptide and an active agent 
covalently attached to the polypeptide and a method for delivery of an 
active agent to a patient by administering the composition to the patient, 
peptide is a homopolymer of a naturally occurring amino acid or a 
heteropolymer of two or more naturally occurring amino acids. In an 
example, (Glu) n-cephalexin was prepared from Glu(OBut)NCA and cephalexin 
hydrochloride . 
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AB A stable cosmetic, dermatol . , or pharmaceutical composition comprising: (a) : 
about 0.001-99.9%, by weight, of at least one metal complex of an oxidized 
carbohydrate, wherein the metal complex of an oxidized carbohydrate is 
neither zinc gluconate, manganese gluconate, nor lithium gluconate; and 
(b) about 0.1-99.999%, by weight, of a vehicle, wherein the vehicle comprises 
at least about 5%, by weight of the composition, of propylene glycol. The 

composition 

is administered orally, parenterally or topically. For example, a topical 
composition was prepared containing zinc lactobionate 5.0%, zinc gluconate 

3.0%, " ; 

minoxidil 2.5%, propylene glycol 8.0%, dimethyl isosorbide 19.0%, and 
ethanol and minors up to 100%. 
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A method for regulating the growth of hair comprising administering to a 
mammal, an effective amount of a composition comprising: (a) about 0. 001-99. -:9%, 
by weight, of at least one metal complex of an oxidized carbohydrate, wherein 
the metal complex of an oxidized carbohydrate is neither zinc gluconate i 
nor manganese gluconate; and (b) about 0.1-99.999%, by weight, of a vehicle.! 
The composition is administered orally, parenteral ly, or topically. For 
example, a topical composition contained zinc lactobionate 5.0%, zinc gluconate 
1.0%, zinc pyrithione 1.0%, Tween 20 1.0%, propylene glycol 10.0%, 
dimethylisosorbide 18.0%, EtOH 30.0%, and water and minors up to 100%. ■ 
Also, tablets were prepared containing zinc lactobionate 100 mg, Crospovidorie 

mg, lactose 200 mg, microcryst . cellulose 80 mg, and magnesium stearate 5 
mg. 
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AB A method of decreasing atherosclerosis and its complications including but 
not limited to myocardial infarction, stroke, and peripheral vascular 
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disease comprising administering to a human or animal an amount of 
dutasteride sufficient to decrease atherosclerosis and its complications. 
The effective amount of dutasteride is 0.5 mg orally daily administered as a; 
tablet or via any other method that results in systemic absorption of the ; 
drug . i 
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The interaction of baculovirus expressed rat steroid 5a-reductase 
types 1 and 2 (r5ARl and r5AR2 ) with 17p-N-(2,5- 

bis ( tri f luoromethyl ) phenyl ) carbamoyl -4 -aza -5a-androst - 1 -en -3 -one 
(GI198745) was investigated at pH 7 and 37°. This 

5a-reductase inhibitor- was found previously to be a t ime -dependent 
inhibitor of the 2 human 5a-reductase isoenzymes. In contrast, the 
authors demonstrate in the present study that although GI 198745 is a 
potent time -dependent inhibitor of r5AR2 , it is a classical rapid- equil ibrium 
inhibitor of r5ARl . This type of behavior with human and rat 
5cx-reductases was shown for the inhibitor 17P- (N-tert- 
butylcarbamoyl ) -4 -aza-5a-androst-l-en-3 -one (finasteride) , a current 
therapy for benign prostatic hyperplasia. Inhibition of r5ARl by GI198745 
was competitive with testosterone and followed Michael is -Menten kinetics 
with a Ki value of 0.3 nM . Data for the inhibition of r5AR2 by GI198745 ; 
were consistent with a 2-step mechanism, where Ki is the dissociation constant 
for an initial enzyme- inhibitor complex and k3 is the rate constant for the ; 
2nd slow step. The pseudo-bimol . rate constant (k3/Ki) for the association of 
GI198745 with r5AR2 was (2.0) + 107 M-l sec-1. The high affinity of 
this inhibitor for r5AR2 was further demonstrated by the inability of the j 
enzyme- inhibitor complex to dissociate after approx. 7 days of dialysis at 
4°. Both GI198745 and finasteride appear to inactivate r5AR2 by 
apparent irreversible modification, but are classical, reversible i 
inhibitors of rSARl . Therefore, the authors hypothesize that because of 
its pharmacokinetic parameters and increased potency against r5ARl, 
GI 198745 is more effective than finasteride in preventing the growth of 
the rat prostate. 
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AB A COX-2 selective inhibiting drug is disclosed as useful in treating or 

preventing prostate cancer. The compound is used alone or in combination 
with other drugs . 
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AB A COX-2 selective inhibiting drug is disclosed as useful in treating or 

preventing prostate cancer. The compound is used alone or in combination 
with other drugs. 
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The inhibition of steroid 5a-reductase (5AR) by Al-4- 
azasteroids is characterized by a two-step t ime- dependent kinetic 
mechanism where inhibitor combines with enzyme in a fast equilibrium, defined 
by the inhibition constant Ki, to form an initial reversible 

enzyme- inhibitor complex, which subsequently undergoes a time-dependent j 
chemical rearrangement, defined by the rate constant k3 , leading to the 
formation of an apparently irreversible, tight -binding enzyme- inhibitor 
complex. A detailed kinetic anal, of this process with a series of 
Al-4-azasteroids having different C-17 substituents was performed to | 
understand the relationships between the rate of time -dependent inhibition 
and the affinity of the time-dependent inhibitors for the enzyme. A 
linear correlation was observed between ln(l/Ki), which is proportional to ! 
the ligand binding energy for the formation of the enzyme- inhibitor 
complex, and In ( 1/ (ka/Ki ) ) , which is proportional to the activation energy 
for the inhibition reaction under - the second order reaction condition, \ 
which leads to the formation of the irreversible, t ight -binding 
enzyme- inhibitor complex. The coefficient of the correlation was -0.88 + 
0.07 for type 1 5AR and -1.0 ± 0.2 for type 2 5AR . In comparison, 
there was no obvious correlation between ln(l/Ki) and ln(l/k3), which is 
proportional to the activation energy of the second, t ime -dependent step 
of the inhibition reaction.' These data are consistent with a model where 
ligand binding energies provided at C-17 of Al -4 -azasteroids is 
fully expressed to lower the activation energy of k3/Ki with little : 
perturbation of the energy barrier of the second, t ime -dependent step. 
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AB Mass spectra were acquired for a therapeutic 4-azasteroid (dutasteride) , 
and some related compds . , using various ionization conditions (EI, CI, 
APCI and ESI) in both pos . and neg. ion modes. The ionization and 
fragmentation behavior of the compound dutasteride, its precursors and 
several analogs is reported. Pos. atmospheric pressure chemical ionization 

(APCI + ) 

and pos. electrospray ionization (ESI+) produced distinctive 
collision-induced dissociation (CID) spectra for the resp . [MH] + ions of 
dutasteride. The spectral differences are attributed to ion populations 
having either different structures or different internal energy 
distributions (as a consequence of the method of ionization) . Irresp. of 
their origin, the protonated mols. undergo interesting fragmentation 
reactions when col 1 is ionally activated. The identity of the major 
fragmentation products was confirmed by accurate mass measurement. The 
neg . APCI mass spectrum of dutasteride displays extensive 
dehydrohalogenat ion, apparently due to the thermal component of the APCI 
process. Some of the resulting radical anions display remarkable 
stability toward collisional decomposition Details of the fragmentation 
behavior for the neg. ion species and their relationship to the pos. ion 
results are discussed. 
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AB Disclosed are shampoo compns . that provide a superior combination of 

anti -dandruff efficacy and conditioning, and a method of cleansing and 
conditioning the hair comprising applying to the hair and scalp an 
effective amount of said compns. The anti-dandruff and conditioning 
shampoos comprise: (A) 5-50 an anionic surfactant; (B) 0.01-10 a 
non-volatile conditioning agent; (C) 0.1-4 an anti -dandruff particulate; 
(D) 0.02-5 at least one cationic polymer; (E) 0.005-1.5 % a polyalkylene 
glycol corresponding to the formula: H (OCH2 -CHR) n-OH (R = H, Me; n = 
1,500-120,000); and (F) water. An antidandruff and conditioning shampoo 
composition containing ammonium laureth sulfate 12, ammonium lauryl sulfate 

guar 

hydroxypropyl trimoonium chloride 0.4, PEG-90M (Polyox WSR 301) 0.1, zinc 
pyrithione 1, 1-decene homopolymer (Puresyn 6) 0.2, trimethylpropane 
capryl caprylate (Mobil P43) 0.2 dimethicone (Visasil 330,000 csk) 1, 
ethylene glycol distearate 1, cocamide MEA 0.6, cetyl ale. 0.9, and water ' 
q.s. to 100 % was formulated. 
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Disclosed are shampoo compns . that provide a superior combination of 
ant i -dandruff efficacy and conditioning, and a method of cleansing and 
conditioning the hair comprising applying to the hair an effective amount of 
said compns. The anti-dandruff and conditioning shampoos comprise: (A) 
5-50 an anionic surfactant; (B) 0.01-10 a non-volatile conditioning agent; 
(C) 0.1-4 an anti-dandruff particulate; (D) 0.02-5 % a cationic guar 
derivative; (i) wherein said cationic guar derivative has a mol . weight of 
50,000-700,000; and (ii) wherein the cationic guar derivative has a charge 
of 0.05-1 meq/g; and (E) water. An antidandruff and conditioning shampoo 
composition containing ammonium laureth sulfate 11, ammonium lauryl sulfate 

guar hydroxypropyl trimonium chloride 0.25, zinc pyrithione 1, 1-decene 
homopolymer (Purexyn 6) 0.5, dimethicone 1.5, ethylene glycol distearate 
1, cocamide MEA 0.8, cetyl ale, and water q.s. to 100 % was formulated. 
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AB Disclosed are shampoo compns . that provide a superior combination of 

anti-dandruff efficacy and conditioning, and a method of cleansing and 
conditioning the hair comprising applying to the hair and scalp an amount of 
said compns. The ant i -dandruff and conditioning shampoos comprise: (A) 
from about 5 % to about 50 %, by weight, of an anionic surfactant; (B) from ; 
about 0.01 % to about 10 %, by weight, of a non-volatile conditioning agent;! 
(C) from about 0 . 1 % to about 4 %, by weight, of an anti-dandruff agent; (D). 
from about 0.02 % to about 5 %, by weight, of at least one cat ionic polymer,-; 
and (E) water. The compns. (A) have a bioavailabil ity/coverage index 
value, as defined herein, of at least about 1.25; (B) have a first 
conditioning index value, as defined herein, of less than or equal to 
about 1.0; (C) have a second conditioning index value, as defined herein, 
of at least 1.5; and (D) have a minimal inhibitory concentration index value, 
as ; 

defined herein, of at least 0.125. 
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AB Human prostatic steroid 5a-reductase , encoded by the SRD5A2 gene on 
chromosome band 2p23, catalyzes the irreversible conversion of 
testosterone to dihydrotestosterone (DHT) , the most active androgen in the 
prostate, with NADPH as its cofactor. This enzyme has never, been purified 
but a number of competitive inhibitors have been developed for this enzyme 
since increased steroid 5a-reductase activity may cause benign 
prostatic hypertrophy and prostate cancer. We report here the detailed 
biochem. and pharmacogenetic dissection of the human enzyme by analyzing 
10 missense substitutions and three double mutants which are all naturally 
found in humans. Nine of these 13 mutants reduce activity (measured as 
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Vmax) by 20% or more, three increase steroid 5a-reductase by more 
than 15% and one results in essentially unaltered kinetic properties 
suggesting that it is a truly neutral ("polymorphic") amino acid 
substitution. Substantial pharmacogenet ic variation among the mutants was 
also observed when three competitive inhibitors, finasteride, GG745 
(dutastcride) and PNU157706, were investigated. Our studies not only 
define the substrate and cofactor binding sites of human steroid 
5a-reductase, but also have significant consequences for the 
Pharmacol . usage of steroid 5a-reductase inhibitors in human 
patients treated for prostatic conditions. 
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The invention provides for the combined use of 5a-reductase 
inhibitors together with calcium channel blockers for the treatment of 
benign prostatic hyperplasia (BPH) , prostate cancer, prostatitis, 
hematuria, and other androgen related disorders, including prostatitis and 
the prevention of prostate cancer. The invention provides a method of 
treatment which is useful in the treatment of benign prostatic 
hyperplasia, prostatitis, and/or the prevention and treatment of prostatic 
cancer, as well as in the treatment of prostatitis and hematuria. The 
invention also provides a pharmaceutical composition which is useful in the 
treatment of benign prostatic hyperplasia, prostatitis, hematuria and/or 
the prevention and treatment of prostatic cancer, wherein the 
pharmaceutical composition comprises the combination of a 5a-reductase 
inhibitor and a calcium channel blocking agent. 
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The invention is concerned with a method of determining the risk of a urol . 
event, particularly an event selected from BPH-related surgery and acute 
urinary retention in a man by measuring the man's serum PSA level. The 
invention also provides a method of reducing the risk of the urol . event 
in a man determined to be at risk by the present urol. event risk-determining 
method 

by administration of a 5a-reductase inhibitor, e.g. finasteride. 
Also provided is a kit for determining the risk of a urol. event. 
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AB A pharmaceutical composition for treating DHT dependent conditions including 
androgenic alopecia is disclosed. An oral dosage form according to the 
invention includes a therapeutically effective amount of a 
5a-Reductase inhibitor and another active compound which binds with 
androgenic receptors. In a preferred form, the bioavailable concentration a 

the 

compound which binds with androgenic receptors is limited or controlled to 
avoid appreciable ant i -androgenic side effects, for example, by providing 
a controlled (timed or sustained release) coating on that active compound 
Spironolactone is a particularly preferred compound which binds with 
androgenic receptors. A preferred dosage form has the ratio of the 
5a-Reductase inhibitor to spironolactone in the range of 1:5 to 
1:2500. A method for creating an oral dosage form for treating DHT 
dependent conditions is also disclosed. Patients who took finasteride 
(5mg/day) in conjunction with 25 mg/day spironolactone showed superior 
objective and subjective clin. responses in. hair regrowth among the 
treatment group including hair d. and length vs. patients in the control 
group who took finasteride alone at 5 mg/day. No effect on plasma 
testosterone or PSA was noted in either group. No appreciable effect on 
libido, breast tenderness, erectile function, or muscle mass was noted in 
either group. 
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AB A population pharmacokinetic /dynamic model describing the conversion of 
testosterone to dihydrotestosterone (DHT) by 5a-reductases and the 
irreversible inhibition of 5a-reductase ( s ) by finasteride and 
dutasteride was validated. The model had been developed using data from a 
single dose study in healthy volunteers and was validated against data 
from a 28 -day repeat dose study in patients with benign prostatic 
hyperplasia. Validation was carried out by comparing results of Monte 
Carlo simulations to the observed data, fitting the model to the repeat dose 
data and comparing with previously derived parameter values, and examining i 
individual predictions of the model for the individuals in the repeat dose 
study for any bias. Simulations closely predicted the outcome of the 
repeat dose study, estimated parameters of the pharmacodynamic modeling were 
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generally close to within 88 to 116% of those from the original model and 
the individual predictions did not indicate any bias. Thus the model 
derived from single dose data from healthy volunteers was considered to be 
valid for the prediction of DHT levels in the patient population after 
repeated dosing of dutasteride and finasteride . 
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A review with 31 refs. Glaxo is developing GI-198745, a 
5a-reductase inhibitor, as a potential treatment for benign 
prostatic hyperplasia (BPH) [181294] . This compound entered phase III 
trials for this indication in Nov. 1997 and MAA and US NDA filings are 
predicted for 2000 [244813], [270170], [322815]. GI-198745 has commenced 
phase II trials as a potential treatment for alopecia [290251] and 
localized prostate cancer [244813] . The compound reduces 

dihydrotestosterone (DHT) levels by 90% in men at a dose of 0.5 mg/day (Ki 
> 1 nM) , and has exhibited superior efficacy and pharmacokinetics 
in animal models, compared to finasteride [295987]. In Jan. 1999, Paribas 
predicted sales of STG 50 million in 2000, rising to STG 200 million in 
2003 [317650] . 
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refs. on the synthesis, pharmacokinetics, 

and clin. pharmacol . -of dutasteride used in treatment of 

hyperplasia . 
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AB The present invention discloses a novel solution comprising a therapeutically 
effective amount of a pharmaceut ically active azasteroid, PEG, and propylene 
glycol. In another aspect, the present invention discloses a 
pharmaceutical composition comprising the solution of the invention. In 

another 

aspect, the present invention discloses a gelatin capsule filled with the 
composition of the present invention. A solution containing 17 -p-N- [2 , 5 , - 
bis ( trif luoromethyl) ] phenylcarbamoyl-4-aza-5-a-androst-l-en-3-one 
0.6, PEG 400 7420.082, propylene glycol 390, polysorbate 80 7.8, and 
butylated hydroxytoluene 0.78 g was prepared and filled in soft gelatin 
capsules at 0.1 mg steroid in each for examining the bioavailability. 
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AB The present invention discloses a novel solution comprising a therapeutically 
effective amount of a pharmaceutical^ active azasteroid, and a fatty acid 
ester of glycerol or propylene glycol. In another aspect, the present 
invention discloses a pharmaceutical composition comprising the solution of the 
invention. In another aspect, the present invention discloses a gelatin 
capsule filled with the composition of the present invention. Capmul MCM wa 
used to prepare fill formulations containing 17P-N- [2 , 5 -bis ( trif loromethyl ) -i 
phenyl] carbamoyl -4 -aza - 5cx-androst - 1 -en-3 -one for soft gelatin 
capsules. Clin, studies showed that the relative bioavailability from the 
capsule was 80-90 %, as compared to 10-20 % for the same amount of steroid 
in a tablet. 
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AB The purpose was to characterize the pharmacokinetics of the dual 
5a-reductase inhibitor GI198745 (dutasteride) to allow for more 
accurate predictions of GI198745 concns . after different dosing schedules. 
In this randomized, single-blind, parallel group study, 32 healthy male 
volunteers received single oral doses of GI198745 ranging from 0.01 to 40 
mg. Data were analyzed by nonlinear mixed effects modeling using NONMEM 
where both linear and nonlinear pharmacokinetic models were examined The 
time course of GI198745 serum concns. indicated concentration dependent 
elimination, with the apparent half-life increasing with dose. Data were 
best described by a two -compartment model with first order absorption and 
parallel linear and nonlinear elimination pathways. Drug absorption was 
rapid, and was followed by short distribution phase. A high volume of 
distribution (511 1) and a low linear clearance (0.58 L h-1) combined to 
give a half -life of <5 (1-7) weeks at high concns. As concns. 
declined towards Km (0.96 ng ml-1), the proportion eliminated by the 
relatively rapid saturable elimination pathway, with a maximum clearance of 
6.2 L h-1, increased and the half -life reduced to about 3 days. The estimated 
inter individual variability for the linear clearance was high (CV=70%) . 
GI 198745 pharmacokinetics are well described by a pharmacokinetic model 
with parallel linear and nonlinear elimination. Simulations using this 
model show that at daily doses of 0.1 mg the steady state drug concns., 
and the rate at which these are achieved, are mainly influenced by the 
nonlinear pathway, while at daily doses above 1 mg they are almost 
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entirely influenced by the linear pathway. 



REFERENCE COUNT: 



THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L2 ANSWER 4 9 OF 6 0 CAPLUS COPYRIGHT 2 0 04 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:119816 CAPLUS 
130 : 177939 

Methods and compositions for treating preterm labor 
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AB The present invention provides for a method of treating preterm labor in a 
subject in need of such treatment comprising administration of a 
therapeutically effective amount of an inhibitor of 5a-reductase type 
1 to the subject. Azasteroids, e.g. of formula I [Rl, R2 = H, alkyl; R3 = 
alkyl] , are prepared as 5a-reductase inhibitors. The present 
invention further provides for a method of preventing premature labor in a 
subject susceptible thereto comprising administration of a 
labor-preventive amount of an inhibitor of 5a-reductase type 1 to the 
subject. Further, the present invention also relates to a method of 
reducing the risk of premature labor in a subject at risk therefor. The 
present invention also provides for a method for stopping labor 
preparatory (i.e., prior) to Cesarean delivery in a subject in need of 
such treatment comprising administration of a therapeutically effective 
amount of an inhibitor of 5a-reductase type 1 to the subject. 
Further, the present invention provides for pharmaceutical compns . useful 
in the methods of the present invention, as well as a method of manufacture 
a medicament useful for treating pre-term labor and for stopping labor 
preparatory to Cesarean delivery. 
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The objective is to develop a pharmacokinet ic -pharmacodynamic model that 
characterizes the conversion of testosterone to dihydrotestosterone (DHT) 
by 5a-reductase types 1 and 2 and the irreversible inhibition of 
5a-reductase by finasteride, a 5a-reductase type 2 inhibitor 
and by GI198745 (dutasteride) , a potent and specific dual 
5a-reductase inhibitor. Healthy men (n = 48) received doses of 0.1 
to 40 mg GI198745 (n = 4 subjects per dose), 5 mg finasteride (n = 8) , or 
placebo (n - 8) in a parallel -group study. Plasma concns . of GI198745, 
finasteride, and DHT were measured frequently up to 8 wk after dosing. 
Models were fitted with mixed-effects modeling with the NONMEM program. 
The pharmacodynamics were well described with a model that accounted for 
the rates of DHT formation and elimination, 5a-reductase turnover, 
relative capacity of the 2 5a-reductase isoenzymes, and the rates of 
irreversible inhibition of one (finasteride) or both (GI198745) types of 
5a-reductase . The model indicated that type 2 5a-reductase 
contributed approx. 80% of plasma DHT. GII98745 was about 3-fold more 
potent than finasteride on 5a-reductase type 2. ■ Nearly full 
blockade of both isoenzymes was achieved at doses of 10 mg or more 
GII98745, although the potency of this agent on 5a-reductase type 1 
was less than on type 2. A physiol. based model for the turnover and 
irreversible inhibition of 5a-reductase and for formation and 
elimination of DHT described the data well. This model helps explain 
differences in the rates of onset and offset of effect and offers a way to 
determine the relative potency of the irreversible 5a-reductase 
inhibitors . 
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of this production technique will have a marked impact on increasing the value 
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AB 



The present invention provides for a method of inhibiting bone loss in a 
subject in need of such treatment comprising administration to the subject 
of a therapeutically effective amount of an androstane I [Rl, R2 = H, alkyl ;j 
one of R3 and R4 = H , Me, the other = NH2 , CN, F, Me, carbamoyl, 
(un) substituted OH, SH, CHO,C02H, acylamino, carbamoyloxy , ureido; R3R4 = 
O, alkylene] . Formulations containing 3 -oxo-4 -aza -7 -methyl - 163- ( 4 - 
methylphenoxy) - 5a-androst - 1 -ene , 3 -oxo-4 -aza -4 , 7p-dimethyl- 
16p-phenoxy-5(x-androstane, and 3 -oxo-4 -aza-4 , 7f3-dimethyl - 
16p- (4-chlorophenoxy) -5a-androstane and, optionally, a growth 
hormone secretagogue , an estrogen, a bisphosphonate , or an antriestrogenic 
antiresorpt ive agent, are described. 
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AB Aza-androstanes and pregnanes such as I [R4 = R7 = H, alkyl; R16 « H, OH, 
F, CN, alkyl, alkoxy, alkyl idenyl, aryloxy, alkyl thio, arylthio, 
heteroaryloxy, etc.; R17 = H , alkyl, alkylidenyl, alkoxy, aryloxy, 
carbamoyl, alkyl thio, arylthio, heteroaryloxy, etc.; 1,2-, 5 , 10-saturated, 
1,2-, 5, 10-unsatd. ] were prepared as 5a-reductase inhibitors for 
treatment of preterm labor. Thus, 7p , 2 0 -dimethyl -4 -aza - 5a- 
pregn-17-en-3 -one was prepared starting from pregnenolone acetate. The 
prepared compds . where tested for 5«-reductase types 1 and 2 
inhibitory activity and pharmaceutical compns . of the prepared compds. were 
presented . 
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AB Selective inhibition of type 2 5a-reductase has been shown to be 
efficacious in the treatment of benign prostatic hyperplasia. 
Pharmacokinetic and pharmacodynamic results are reported of treatment with 
a potent inhibitor of both 5a-reductase isoenzymes, GG745, in rats, 
dogs and men. In the rat, GG745 has a similar effect on DHT-driven 
prostatic growth as finasteride, another dual 5a-reductase inhibitor 
in this species. However, GG745 appears to be more potent in the rat, a 
result that likely reflects the greater inherent potency and terminal 
half-life of GG745 (14 h) compared with that of finasteride (1 h) . These 
pharmacokinetic differences are also maintained in the dog (65 and 4 h for 
GG745 and finasteride, resp . ) . From these results, the literature, and in 
vitro studies, we estimated doses of GG745 likely to prove efficacious in 
reducing DHT levels in man. These estimated values were predictive of 
single-dose effects of GG745 in man. Results from single-dose evaluations 
in man indicate that GG745 has a terminal half-life of .apprx.240 h, and 
single doses of >10 mg decreased DHT levels significantly more than did 
single 5-mg doses of finasteride. These data support the hypothesis that 
a mol . (GG745) that effectively inhibits both 5a-reductases will 
lower serum DHT levels significantly more than a mol. that inhibits only a 
single 5a-reductase isoenzyme (e . g .,. finasteride , a selective 
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AB A method for preventing androgenetic alopecia (male pattern baldness) and 
promoting hair growth by administering 5a-reductase 2 inhibitors is 
presented. The 5a-reductase 2 inhibitors have e.g. structural 
formula I [Rl = H, Me, Et ; R2 = hydrocarbon radical selected from 
(un) substituted straight/branched chain Cl-12 alkyl and monocyclic aryl ; 
R' = H, Me; R' ' = H, p-methyl; and R ' ' ' = H, a-Me, 

P-methyl] or a pharmaceut ically acceptable salt thereof. Oral and 
topical administration of substituted 4 -aza-5a-androst-l-ene-3 -one 
5-alpha reductase inhibitors is proposed and some phys . characterization 
and preparation ( for fanasteride form I and II) data are presented. 
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Synthesis and in vitro human type 1 and type 2 5a-reductase 
inhibitory activity of 4-aza-5a-androst-l-en-3-one-17P-N- 
arylcarboxamides is discussed. The authors have shown that 
bind most favorably to both type 1 and type 2 isoenzymes in 
conformation; (b) introduction of a F or CF3 group at the ortho position 
leads to increase in type 1 inhibitory potency; (c) good type 1 inhibitory 
potency is seen with the a-naphthyl imide (14a) and meta biphenyl 
amide (13b); (d) these azasteroids are time -dependent inhibitors of human 
type 1 and type 2 enzyme and are far more potent than the fixed-time assay 
results would imply. Furthermore, the authors have not only shown the 
important differences in the binding pocket of type 1 and type 2 enzyme 
around C-17, but have also demonstrated that compds . could be optimized to 
potent dual inhibitors of human type 1 and type 2 5a-reductase . 
Asasteroid 7 has shown in vivo efficacy in reduction of prostate size in 
systemically treated dogs. 
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AB The present invention relates to 17|3-N-[2,5- 

b i s ( t r i f luorome t hy 1 ) phenyl ] carbamoyl - 4 - a za - 5a - andros t - 1 - en - 3 - one 
(I), solvates thereof, its preparation, intermediates used in its preparation, 
pharmaceutical formulations thereof and its use in the treatment of 
androgen-responsive and -mediated diseases. Thus, 3 -oxo-4 -androstene- 
17p-carboxylic acid was carbamoylated , subjected to oxidative 

cleavage of the A-ring, recyclized with NH3 , and reduced to give I, which ; 
is a strong selective inhibitor of testosterone 5a-reductase . 
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